contains 32 exons that extend over 32 kb ofthe human genome.
Most of the introns reside within a region encoding the globular N-terminal domain of the molecule, whereas the entire central rod domain and the entire C-terminal globular domain were found to be encoded by single exons of remarkable length, >3 kb and >6 kb, respectively. Overall, the organization of the human plectin gene was strikingly similar to that of human bullous pemphigoid antigen 1 (BPAG1), confirming that both proteins belong to the same gene family.
Comparison of the deduced protein sequences for human and rat plectin revealed that they were 93% identical. By using fluorescence in situ hybridization, we have mapped the plectin gene to the long arm of chromosome 8 within the telomeric region. This gene locus (8q24) has previously been implicated in the human blistering skin disease epidermolysis bullosa simplex Ogna. Detailed knowledge of the structure of the plectin gene and its chromosome localization will aid in the elucidation of whether this or any other pathological conditions are linked to alterations in the plectin gene.
Plectin, one of the largest polypeptides known (Mr >500,000), was originally identified as a major component of intermediate filament (IF) preparations obtained from cultured cells (1) . Ultrastructural studies (2) as well as secondary structure prediction based on the deduced amino acid sequence of the cloned rat cDNA (3) revealed that the molecule is dumbbellshaped, comprising a long central a-helical coiled-coil rod flanked by globular domains. The dominant structural feature of the C-terminal domain, six highly homologous repeats exhibiting in their core a tandemly repeated amino acid sequence motif, occur in lesser numbers also in other IFassociated proteins, such as the hemidesmosome-associated bullous pemphigoid antigen (BPAG1) (4) and desmoplakin, a constituent of desmosomes (5) .
Unlike IF proteins and other IF-associated proteins, which are generally specific to certain cell types and tissues, plectin is abundantly expressed in many different tissues and cell lines (for review, see ref. 6 ). Furthermore, the protein specifically binds to a variety of IF proteins, including the nuclear lamina constituent lamin B, microtubule-associated proteins, and a-spectrin and its nonerythroid analogue, fodrin, major components of the subplasma membrane skeleton (7, 8 (Fig. 1B) . The sequences of all exons, as well as the 5'-and 3'-flanking regions were determined by primer walking along the genomic DNA. In order to examine the plectin gene for introns in the C-terminal region where no genomic clones were available (see Fig. 1B site, the precise size of the untranslated regions in human X59601.) plectin is unknown.
The estimated size of human and rat plectin mRNA is - 15 We calculated the molecular mass of human plectin to be kb (3) . The reported open reading frame of 4684 amino acid 532 kDa, which by far exceeds the value of -300 kDa deduced residues is thus consistent with this estimate. In rat plectin, the by SDS/PAGE. This aberrant migration has been discussed length of the 5'-untranslated region is -200 bp (unpublished previously (3) and seems common to this family of proteins, data), and that of the 3'-untranslated region -1.2kb (3) , which including desmoplakin (19) and BPAG1 (20) figure 1 in ref. 3), and an alternative transcript corresponding to such a variant has been observed in several rat tissues (unpublished data).
The human plectin gene is localized close to the telomeric region of chromosome 8 (8q24). The severe human blistering disease epidermolysis bullosa simplex (EBS) Ogna has been mapped to this region by genetic linkage analysis (25) . Desmoplakin and BPAG1, the other hitherto identified members of this gene family, both have been implicated in human diseases involving skin blistering. Desmoplakin has been linked to paraneoplastic pemphigus (26) , while patients suffering from bullous pemphigoid, a rare autoimmune disease, develop antibodies to BPAG1 (27) . Moreover, targeted disruption of the BPAG1 gene in mice resulted in skin blistering due to basal cell rupture along with severe dystonia and sensory nerve degeneration (28) . However, neither desmoplakin nor BPAG1 are likely to play a role in EBS Ogna, because in both cases their genes have been mapped to chromosome 6 (22, 29 
